**Dear editor**

On October 16, 2017 in the *Journal of Pain Research*, a randomized controlled trial (RCT) comparing efficacy and safety of flupirtine versus piroxicam in postoperative pain in patients undergoing lower limb surgery was published.[@b1-jpr-11-177] However, this paper fails to report important information.

First, the paper describes a study in which flupirtine, a pain medication, was used. Because pharmacovigilance signals potentially severe liver toxicity, in 2013 the European Medicines Agency (EMA) recommended restrictions in the use of flupirtine-containing medications.[@b2-jpr-11-177] According to those restrictions, flupirtine-containing medications need to be used only for short-term pain when other analgesics are contraindicated, that is, for not more than 14 days; the drug should not be given to people with preexisting liver disease, alcohol abuse, or other hepatotoxic drugs. Liver function should also be monitored after each week of therapy and the treatment should be discontinued if there are any signs of liver problems.[@b2-jpr-11-177] The recommendation about restricting therapy to 14 days was based on the EMA's observation that "no cases of liver failure or liver transplantation were reported for patients that were taking flupirtine-containing medicines for 2 weeks or less."[@b2-jpr-11-177]

However, in 2014, Douros et al[@b3-jpr-11-177] analyzed cases of flupirtine-induced liver injury (FILI) in Germany as well as severe cases of hepatotoxicity from the database of German drug regulator, and concluded that even though the risk of liver toxicity is higher after 14 days, that an even earlier onset of severe FILI cannot be ruled out. Last year, an association between haplotype DRB1\*16:01-DQB1\*05:02 and FILI was reported.[@b4-jpr-11-177]

Considering all these information about potential severe liver toxicity induced by flupirtine, it is surprising that a new RCT being published does not even mention flupirtine's potential to induce hepatotoxicity, and that measurements of liver enzymes were also not reported. The only information in the "Introduction" section regarding flupirtine safety is "It is devoid of adverse effects like gastritis, renal compensation, and respiratory depression and therefore found to be safe in most patients."[@b1-jpr-11-177]

This trial was reportedly conducted from January 2015 to July 2016, when information related to liver toxicity and flupirtine safety were already available. Regulatory warnings about drugs should be utilized to introduce appropriate safety monitoring in clinical trials and to ensure patient safety.

Second, the paper describes an RCT conducted on humans and details about the trial registration were not mentioned. Since 2005, International Committee of Medical Journal Editors requires mandatory prospective registration of clinical trials. If there are trials registered, which plan to use medicines that are subject of regulatory warnings, principal investigators can be contacted and could be warned about recent pharmacovigilance signals related to patient safety.
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**Dear editor**

We thank Livia Puljak for the valuable insights on the article titled "A comparative study of efficacy and safety of flupirtine versus piroxicam in postoperative pain in patients undergoing lower limb surgery" published in the *Journal of Pain Research*. The concerns highlighted in the Letter to the Editor have been answered.

As per the 2013 European Medicines Agency recommendations stated in the letter, flupirtine-containing medications need to be used only for short-term pain when other analgesics are contraindicated, for not more than 14 days: We have used flupirtine only for a short duration of 5 days as mentioned in the paper on page 2472 (lines 9 and 10).[@b5-jpr-11-177] We have adhered to the guidelines for the use of flupirtine as per the drug regulatory board in our country.[@b6-jpr-11-177]

The recommendation also states that flupirtine should not be given to people with preexisting liver disease, alcohol abuse, or other hepatotoxic drugs: This has been mentioned as part of the exclusion criteria stated on page 2472 (lines 33 and 38).[@b5-jpr-11-177] The literature search done before the commencement of our study revealed that short-term therapy usually did not elevate the liver enzymes, and so we highlighted only the advantages and safety features of flupirtine over piroxicam in the "Introduction" section. We missed directly pointing out the hepatotoxic potential of flupirtine on long-term administration in the introduction; although it was unintentional, we regret the error. We have, however, clearly defined in the exclusion criteria that patients with preexisting liver disease have been excluded.

Although hepatotoxicity has been reported with the long-term use of flupirtine, we also came across studies in literature that did not show hepatotoxicity even on long-term administration. In studies on tinnitus patients (24 patients treated with 2×100 mg/d for 3 weeks)[@b7-jpr-11-177] or Creutzfeldt--Jakob disease patients (13 patients treated with 3--4×100 mg/d for up to 10 months),[@b8-jpr-11-177] elevated liver enzymes were not reported. After repeated treatment for 8 days, medication-related adverse events were not observed, and the liver function tests were within normal range among all subjects.[@b9-jpr-11-177]

For the statement "liver function should be monitored after each week of therapy and treatment should be discontinued if any signs of liver problems occur," in our study, the duration of treatment with flupirtine (100 mg twice daily) was only for 5 days as mentioned in the paper. During this period, none of our patients showed any clinical features of liver derangement and the liver function tests done on day 6 were normal. Since the enzyme levels were within normal limits, it was not mentioned in the "Discussion" section.

As per Douros et al,[@b10-jpr-11-177] even though the recommended duration of treatment is less than or equal to 2 weeks, earlier onset of severe flupirtine-induced liver injury cannot be ruled out.

This could be because of subject-to-subject variation to drug response, which may be associated with or can occur due to concomitant use of hepatotoxic drugs, the dose of flupirtine, the duration of treatment, alcohol abuse, and genetic basis (as in Nicoletti et al).[@b11-jpr-11-177] We have taken precautions to exclude the patients with clinical evidence of liver injury or by liver function tests. The patients in our study did not manifest with flupirtine-induced liver damage clinically or subclinically.

The pharmacogenetics study by Nicoletti et al[@b11-jpr-11-177] was published much later to the study conducted at our center. This information is very much appreciated, and we would try to include it in the future studies.

Registration of a study is a valuable suggestion that can certainly help the investigators to receive inputs regarding the drug safety from researchers worldwide. As mentioned in the paper, ours was a randomized, open-label, parallel-group, comparative study, postmarketing surveillance of approved medication and not a clinical trial. Because of logistic and technical issues, we were unable to register the study on time.
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